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In the :fi eld of dermatology， the theory that not only the factors localized to the skin 
but also the factors affecting the body as a whole would be responsible for the development 
of some kinds of skin disease of unknown origin， has become more predominant in recent 
years. The~e factors are believed to make the skin more susceptible to some kinds of 
infection， and the bacterial hypersensitive state of the body is assumed to be one of these 
factors. 
We carried out experiments to study the relation between the bacterial hypersensitive 
state of the body and some skin diseases by means of serum reaction tests. As a preliminary 
experiment， we investigated the distribution of staphylococci on the body surface of 54 
normal， healthy persons. The material for the test was obtained from the untreated skin 
in 37 persons， -from the skin rubbed with cotton immersed in alcohol in 10 persons， and 
from the skin rubbed with cotton immersed in alcohol 30 minutes after subcutaneous 
injection of pilocarpine in 7 persons al from the dorsal surface of the hand， the face and 
the back. 
As shown in Tab. 1， 366 strains of organisms were isolated， of which 24% belonged to 
Table 1 Distribution of Staphylococci 
t fI do四 alsurfa回 face back totalof the hand 

AIBlc 
AI~lc!AIBlcIAIBlc 
m. pyo. var. albus 1 I 1 
m. pyo. var. aureus 1 I I ~ I I ~ 
m. pyo. citreus 
m. candidus 6 4 2 I I 12 
m. urea 4 3 : I 9 
m. aurantiacus 6 1 
m. freudenreichii 
m. epidermidis !5i2 2 I 8 I 1 
total 120 119 110 162123 I 3 I 4 1 3 1  I 4 I 8 !17 
A; from untreated skin in 37.healthy persons. 
B; from the skin rubbed with cotton immersed in alcohol in 10 persons. 
C; from the skin rubbed with cotton immersed in alcohol following pilocarpine 
injection in 7 persons. 
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genus micrococcus. The micrococcus epidermis and micrococcus aurantiacus accounted 
for the majority of them， and only 7% were the micrococcus pyogenes. Of these strains， 
only two of the micrococcus pyogenes var， aureus were found to be pathogenic. 
This observation has led us to assume that 'any staphylococci found on the skin would 
have virtually no effect on the titers of antibodies in the body. 
In experiments with rabbits， on the other hand， there was a marked increase in the 
agglutination titer of staphylococci following the repeated intravenous injections of ki1l ed 
organisms or inoculation of paranasal sinuses with live organisms --especially in the latter 
experiment the agglutination titer was raised transiently by local stimulation with radio-
thermy or injection of a pseudomonas toxin.* The rise in the titer， however， was marked 
only with the micrococcus pyogenes var， aureus， and was slight with the micrococcus var. 
albus and micrococcus var. citreus. 
In the light of these results， we thought that it would be possible to determine the 
presence of a latent staphylococcal infection a factor responsible for the development of 
some kinds of skin disease --by measuring the agglutination titer of staphylococci. 
As shown in Tab. 2，the tests with the micrococcus var， aures performed in various skin 
diseases showed that， the agglutination titer of over 256 was found in over 90% of skin 
diseases of primary infection， 95% of acute eczema， and 75% of chronic eczema~ Normal 
titer is less than 128. In selecting the cases to be employed for the test， care was taken 
to eliminate the cases of secondary infection. 
As shown in Tab. 3， al the cases of erythematodes， erythema multiforme and erythema 
nodosum showed an agglutination titer of over 256. The value rose stil higher when 
stimulation was applied to the suspected sites of focal infection. 
We performed antistaphylolysin tests based on the same concept as agglutination reaction 
Table 2 Results of Aggultination Test with Micrococcus var. aureus. 
Disease 
impetigo 
folliculitis， furunc1e， carbuncle 
dermatitis 
acute eczema 
chronic eczema 
No.1 P吋 ve I Rate Perce向 e 
72 65 90.3% 
16 15 93.8% 
36 32 88.9% 
56 53 94.6% 
16 12 75.0% 
Table 3 Aggultination Titer with Micrococcus pyogenes. 
。 円
司 
erythema multiforme 
A-aRUFO
1/ 
erythema nodosurn 
erytherna rnultiforme 
t erytherna nodosurn 
bl~X 
512x 
256x 
4，096x 
512x 
512x
××××× 
8x 
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8x 
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4x 
8x 
4X 
特It is a purified polysuccharide extracted from the pseudomonas. fluorescence. 
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•• 
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tests with staphylococci. The antibody titer， which is 4 in normal persons， was more 
than 8 in over 80% of the cases of pyoderma， dermatitis， acute eczema and chronic eczema 
(Tab. 4). 
It is interesting to notice that over 50% of the cases of both acute and chronic eczema 
showed a titer of more than 16. As shown in Tab. 5， similar observations were made in 
experiments with erythematodes and erythema multiforme. 
Results of the experiments have convinced us that allergy to staphylococci is a significant 
etiological factor in some cases of eczema， erythematodes， erythema multiforme and 
erythema nodosum. 
As shown in Tab. 6， antistreptolysin-O titers were measured to study the relationship 
between various kinds of skin diseases and speci:fi c hypersensitiveness to the streptococcus 
Table 4 Antistaphylolysin Titer in various Skin Diseases. 
Disease lNoof吋山川th 町Invest. I more than 8 
primary infectious disease 23 21 
dermatitis 20 16 
acute eczema 26 24 
chronic eczema 16 13 
% 1A，;;吋more than 16 
91. 3 11 
80.0 12 
92.3 14 
81. 3 8 
% 
47.8 
60.0 
53.8 
50.0 
Table 5 Results of Antistaphylolysin Test. 
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Table 6. Antistreptolysin 0 Titer in various Skin Disesaes. 
1l 
chronic Isklerodermial dermato. 
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hemolyticus. Abnormally high values were found in some cases of acute and chronic 
eczema and erythema multiforme， mucocutaneo・ ocular syndrome， erythema nodosum， 
periarteritis nodosum and purpura. Hypergammaglobulinemia occurred when antistrepto・ 
lysin-O titers were high， and some cases gave positive C reaction protein tests. The raised 
antistreptolysin-O titer fell to normal levels with the improvement of c1inical picture 
following treatment. 
Tab. 7， shows the experiments with animals sensitized to the streptoeoccus hemolyticus， 
parallelism existed between the rise of antistreptolysin-O titer on the one hand; and the 
increase of serum gamma globulin and positive C reaction protein test on the other. The 
results of experiments seem to indicate that infection with the streptococcus hemolyticus 
is an etiological factor in the development of erythematodes; erythema multiforme， 
mucocutaneo司 ocularsyndrome， and erythema nodosum in some cases. 
Table 7 The Relationship between CRP， ASO and Erythrocyte 

Sedimentation Rate in the Course of Disease. 

I I Sedimentation- ，^..A. I...... _ L _ r"T">T"'OCase Diagnosis Date CRP D~~:u~~J.J.，;;~~~~~v;~-n4-J ASO I TreatmentI .LJCA.~"'" I '-'.L'-L IRate of Erythrocytel .L.l."-'-' ~ 
erythema 9/ 1 5十 125 剛 pred 田 I 
SN，34，♀ 
nodosum 12/ 1 
16/ 1 
4+ 
2+ 
115 
91 500 
25/ 1 26 625 
endo- 90 500 predonisolone 
TM，36，合 
pericarditis 
rheumatica 
8/ 3 I 
11/3
4十 
ー 
73 
9 
625 
625 
9/ 4 ー 5 333 
RI，38，♀ 
subacute 
erythematodes 
22/ 9 
17/10 
13/11 
2+ 
2十 
一 
25 
11 
5 
166 resochine 
166 
166 
YK，56，♀ 
erythema 
nodosum 
27/ 4 
4/ 5 
10/ 5 
3十 
2+ 
一 
112 
66 
18 
>2500 pynn 
>2500 
>2500 
HS， 9，♀ 
rheumatic 
fever 
15/ 4 
25/ 4 
30/ 4 
3+ 
一 
145 
15 
12 
833 antibioticus 
2500 
625 
(The artic1e presented here have been prepared as manuscript for adresses to be made 
at Universities and lnstiutes in U. S. A.， Europe and lndia during the author's tour of 
inspection from September， 1960 to Janhar， 1961.) 
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